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1A FE212BKLEODI—FIhIBEXI[ETYD
JPILEZALQRT—PCREBHEOIEOHDODITSAT—ELU0TO—TDES|

#5Y  #5
COL6A1 F 7° 3{7- GACAAAGTCAAGTCCTTCACCAA 7°0-7° (FAM)CGCTTCATCGACAACC(MGBNFQ)
R 7 3{7- GCGTTCCACACCAGGTTT
COL6A2 F 7" 3{7- GATCAACCAGGACACCATCAA  7°n-7° (FAM)CGCATCATCAAGGTC(MGBNFQ)
R 7° 74¥- CCGTAGGCTTCGTGTTTCA
SOD1 F 7° 3{3- CAGGGCATCATCAATTTCG 7°08-7" (FAM)CAGAAGGAAAGTAATGGACCA(MGBNFQ)

R 7" 33— TGCTTCCCCACACCTTCA 10
ATP50 F 7° 5{v- CCCTCACTACCAACCTGATCA  7°p-7° (FAM)TGCTTGCTGAAAATG(MGBNFQ)
R 7° 3{7- CCTTGGGTATTGCTTAATCGA
BTG3 F 7° 5{v- GATGTCCTGAAAGCCTGTGAA  7°p-7° (FAM)ACAGCTGCATCTTGT(MGBNFQ)
R 7° 343- GGCAAGCCCAGGTCACTA
APP F 7" 3{3- AAGGAAGGCATCCTGCAGTA  3°p-7° (FAMTGCCAAGAAGTCTACC(MGBNFQ)
R 7" 343- ACATTGGTGATCTGCAGTTCA
ATP5J F 7° 3{3- CCTGTCCGAATCAGCATGAT 7°'n-7° (FAM)CTTCAGAGGCTCTTCA(MGBNFQ)
R 7° 743- TGACCGAATGACAGAGGAGAA '
ADAMTS1F 7° 5{3- CCACAGGAACTGGAAGCATAA  5°n_5 (FAM)AAAGAAGCGATTTGTGTCCA(MGBNFQ)
R 7° 347- CAAGCATGGTTTCCACATAGC
BACE2 F ° 5{7- GGAATGGAATACTTGGCCTAGCT 7' 7' ﬁéxl))ATGCCACACTTGCCAAGCCATCAAGTT(TA 20
R 7" 343- CACCAGGGAGTCGAAGAAGGT
DSCR5 F 7° 3{7- GAATCTTGGCTAAACTCTTTAGGTTT 7° 1-7 (FAM)ACCTATTGGCCTCAAAAA(MGBNFQ)
R 7" 3{3- AGGTAATGCAACTGCCCAAT
ITSN1 F 7° 5{v- TGGTGGCAGCCTGGATA 7°0-7° (FAM)CTGGGCCATAACTG(MGBNFQ)
R 7" 343- ATCATGCTTCGCTCTTTCCT
PLAC4 F 7° 3{3- CCTTTCCCCCTTATCCAACT 7° 0-7" (FAM)CCCTAGCCTATACCC(MGBNFQ)
R 7" 73{9- GTACTGGTTGGGCTCATTTTCT
LOC90625F 7° 5{ ¥~ TGCACATCGGTCACTGATCT 7° 07" (FAM) CCTACTGGCACAGACG(MGFNFQ)
R 7° 5{7- GGTCAGTTTGGCCGATAAAC
RPL17 F 7° 5{3- TGAGGGTTGACTGGATTGGT 7°0-7" (FAM)AGGCCCGTGTGGCT(MGBNFQ) 30

R 7" 3{7- TACAGCACTGCTTCCACAGAA
MGBNFQ : ¥« +—J L—TJHEERAMITIOFr—; FMM: HAHELKR—F—;
TAMRA : BV TV Fv— .
OooDoo00oo
Ooooon
£1B %21%é%i®:—Péné%ﬁ%ﬁﬁgwwﬁﬂWEEEBMT
FRALEAVIXILAFRFXxr) TJL—42—0EF

Bm5Y *v)ITL—5—E5l

COLBA1 TGGACAAAGTCAAGTCCTTCACCAAGCGCTTCATCGACAACCTGAGGGACAGGTACTACCGCTGTGACCGA 40

AACCTGGTGTGGAACGCAG
COLBA2 GAGATCAACCAGGACACCATCAACCGCATCATCAAGGTCATGAAACACGAAGCCTACGGAG

ATP50 TCCCCTCACTACCAACCTGATCAATTTGCTTGCTGAAAATGGTCGATTAAGCAATACCCAAGGAG
SOD1  TGCAGGGCATCATCAATTTCGAGCAGAAGGAAAGTAATGGACCAGTGAAGGTGTGGGGAAGCATT

gogoooaad
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ooooao

R2A. F21RBURLIIBET IRBRBEGFOIAI 0T LM BHE

7°n-7°  GenBank

e T " *x 4
tyrD  PHEYILBEE wEY voRl E (aniﬂgb
213428_s_at AA292373  Collagen, type VI, alpha 1 COL6A1 219223 8419.2
200642_at NM_000454.1 superoxide dismutase 1, soluble (amyotrophic SOD1 21922.11 7084.7
lateral sclerosis 1 (adult))
209156_s_at AY029208.1 Collagen, type VI, alpha 2 COL6AZ 219223  7076.9

200818_at NM_001697.1 ATP synthase, H+ transporting, mitochondrial F1 ATP50 21¢g22.11 3247.8
complex, O subunit (oligomycin sensitivity conferring

protein)

213134_x_at AlI765445 BTG family, member 3 BTG3 2192141 2564.9

214953_s_at X06989.1 amyloid beta (A4) precursor protein (protease nexin- APP 21921.3 2376.1
I, Alzheimer disease)

202325_s_at NM_001685.1 ATP synthase, H+ transporting, mitochondrial FO ATPSJ 21q21.1 2303.1
complex, subunit F6

214750_at L13197 placenta-specific 4 PLAC4 21922.3 2209.9

222162_s_at AK023795.1 a disintegrin-like and metalloprotease (reprolysin ADAMTS1 21qg21.2 1780.8
type) with thrombospondin type 1 motif, 1

217867_x_at NM_012105.1 beta-site APP-cleaving enzyme 2 BACE2 21q22.3 1093.4

221689_s_at ABO035745.1 Down syndrome critical region gene 5 DSCR5 21922.2 900.7

209298_s_at AF114488.1 ITSN1 21g22.1- 199.9
intersectin 1 (SH3 domain protein) q22.2

#232191_at  BC005107.1 hypothetical protein BC005107 LOC90625  21q22.3 6910.2

* SEDE 1 HBEESHREDOT/ 707 LA T FILO D R{E
#E 5/ LUIBF LA (Affymetrix) I2& > THRESNT-EEY,
BEDLEWEEMITE 5/ LUIBAT LA (Affymetrix) IZ&-~THREEIhT-,

oggoao
ogoao

#2B. 18 BARLICAEINIBBEREGCFORTE 1 HIFARBRIZBNT
RLBEVWEBRLANLEETIEEY. EEFEE M5/ LUIBTZ LA (Affymetrix)
[Z&-THREEINT-,

7°6-7°  GenBank - .« oas . * 540
pbID  TheyvavEE  BEY vom B g
200038_s_at NM_000985.1 ribosomal protein L17 RPL17 Chr:18qg21 25603.6

* SENE 1 PHEBRABHRED T4 707 LA 5 F IO R{E

oooaog

OO

3. 21 YYE—IZBVWTEEERZHES BBRRIRGEEY D
JPILE3ALQRT—PCREHDEOHDITSAT—ELU0T0—TDEH|

5 EJ

TFRC F7° 3{3- CGGCTGCAGGTTCTTCTG 7°0-7" (FAM)TGGCAGTTCAGAATGA(MGBNFQ)
R7° 3{3- GTTAGAGAATGCTGATCTAGCTTGA

EFEMP1 F7° 5{3- CACAACGTGTGCCAAGACAT 7°n1-7° (FAM)ACGCACAACTGTAGAGCA(MGBNFQ)
R7° 743- CGTAAATTGATGCACACTTGGT

ATP50 F7° 3{9- CCCTCACTACCAACCTGATCA 7°0-7° (FAM)TGCTTGCTGAAAATG(MGBNFQ)

R7" 34- CCTTGGGTATTGCTTAATCGA

ad

MGBNFQ : ¥ A4 +—J IN—JEHEEFEEIEI T OFv—
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oooao
z4. 21 M)YEI—4HBPLUEECVSIEHBHTELIRREES

BRERECFOIA 707 LMEE, BEFEE 5/ LUSAT LA
(Affymetrix) [C& > TREELT-,

7°0-7°  GenBank - e XVTFL .
EGF-containing fibulin-like extracellular matrix
201842 _s_at  Al826799 EFEMP1 11244 11
protein 1
207332_s_at NM_003234 transferrin receptor (p90, CD71) TFRC 10645.8 11
ATP synthase, H+ transporting, mitochondrial
200818_at NM_001697 F1 complex, O subunit (oligomycin sensitivity =~ ATP50 5516.1 15

conferring protein)

* 3END21FJYE—CVSHENDIA AT LALTFILODRIE

goooooao
oggoao

R5. FRMANERZRBRREEND 7ILEALQRT —P CREHDT-HD

To5A4T—&U0TO0—TDES

&5 B3
IGFBP3 F7° 5(7- AGTCCAAGCGGGAGACAG 7" 1-7° (FAM)AATATGGTCCCTGCCG(MGBNFQ)
R7" 743- CAGGTGATTCAGTGTGTCTTCC
ABP1 Fy°35(3- TGGAAGCAGAGCGAACTG 7°n-7° (FAM)AGCGAGAGATGCC(MGBNFQ)
R7" 343- CATCAGGATGGCAGCCA
FN1 F7° 57— AAGCAAGCCCGGTTGTTA 7°1-7° (FAM)ACACTATCAGATAAATCAAC(MGBNFQ)

R7° 743- CCAACGCATTGCCTAGGTA

INHBA F7° 5{3- CGCCCTCCCAAAGGAT 7°0-7" (FAM)TACCCAACTCTCAGCCAGAGATGGTG(TAMRA)

R7" 3{3- GCATGTTTAAAATGTGCTTCTTG

SLC21A2 F7° 5{3- GCTTTGGGCTCTCCAGTTC 7°n-7° (FAM) TTTCCAGCTTGAATGAGA (MGBNFQ)
R7" 74— GTAGCTGACAAAGATGATGAGGAT

SIGLEC6 F7° 57— CAAGCTCTCTGTGCGTG 7°0-7" (FAM) ATGGCCCTGACCCA (MGBNFQ)
R7" 313- GTCCCTGGGATGGAGATGT

KIAAO992F 7" 5(3- ACCTGTTTGGCTAGGAATCC 7°0-7° (FAM) ACATCTGCTGAGGTGTT (MGBNFQ)
R7° 743- GAATCTGTTGAACTGGCACCTT

TIMP3 F7° 543- CCTTCTGCAACTCCGACAT 7°0-7° (FAM) CGTGATCCGGGCCA (MGBNFQ)
R7" 349- AGCTTCTTCCCCACCACC

LEP F7° 3{7- GGTGAGAGCTGCTCTGGAAA 7 p-7° (FAMTGACCCAGATCCTC(MGBNFQ)
R7° 343- CCTCAGCCTGATTAGGTGGTT

LPL F7°3{v- AGCAAAACCTTCATGGTGATC 7" 0-7" (FAM) TGGCTGGACGGTAAC (MGBNFQ)
R7" 349- GCACCCAACTCTCATACATTCC

MGBNFQ: ¥4 +— 4 IL— JHREAEREMEI T Fr—; FAN: HAHLR—4—;
TAMRA : #3k14H TV F v— 1
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ooono

®6. FHANEMABSSIUVEERBABRICRLARBLESKBRRETFO
RA D7 LA&REH, BEFIEE 7/ LUIBAE &K UUIIBBT7 LA (Affymetrix)
[C&->TRHESNIT=,

7’n-7°  GenBank - e * PETY)" T .. HSIR
phID  PhbyyIvEE i A () Y (Ghave)
210095_s_at M31159 insulin-like growth factor binding protein 3 IGFBP3 16136.5 16 0.5

amiloride binding protein 1 (amine oxidase
203559_s at NM_001091 n ABP1 13574.5 19 1.4
(copper-containing))

210495_x at AF130095 fibronectin 1 FN1 13005.7 13 0.4
inhibin, beta A (activin A, activin AB alpha

210511_s_at  M13436 . INHBA 10425.5 13 0.7
polypeptide)
solute carrier family 21 (prostaglandin transporter),

204368_at NM_005630 SLC21A2 3800.9 15 0.6

member 2

210796_x_at D86353  sialic acid binding ig-like lectin 6 SIGLECH 3731.5 16 0.8

200897_s_at NM_016081 palladin KIAA0992 3098.5 13 0.4

tissue inhibitor of metalloproteinase 3 (Sorsby
201150_s_at NM_000362 TIMP3 2979.4 13 0.4
fundus dystrophy, pseudoinflammatory)
207092_at NM_000230 leptin (obesity homolog, mouse) LEP 2056.6 13 0.8
203549_s_at NM_000237 lipoprotein lipase LPL 1727.0 13 0.5
* SEQFRATERREBBRNYI I D7 LA ST FLDhRiE
HSLRIZVTFILloght (signal log ratio) 28Mkd 5,

goobooo
oggoao

%7. PLAC4 mRNADOUFZILAALQRT—PCRREBHOEHOD
PCR7S4%—, 70—TE&UFxv ) TL—4—DEF|

TS5A4<— &5 (5" —»3' )

FFS5A4<— CCTTTCCCCCTTATCCAACT
R7S5/14%— GTACTGGTTGGGCTCATTTTCT
“ao—7J (FAM) CCCTAGCCTATACCC (MGBNFQ)

ol TL—k— CACCTTTCCCCCTTATCCAACTAGCCCTAGCCTATACCCTCTGCTGCCCA
AGAAAATGAGCCCAACCAGTACAC

MGBNFQ : =4 F—F IN—TJHEEREEI TV Fv—

oooooao
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®8. FHAVERERBRXREEND)T7ILFIALQRT —P CRREDHD
T34%—. TA—=TELUFxr ) TL—52—OES|

g5 5l
FN1 F7°3{7- AAGCAAGCCCGGTTGTTA 7°0-7° (FAM)ACACTATCAGATAAATCAAC(MGBNFQ)
R7° 3{7- CCAACGCATTGCCTAGGTA
e AAAGCAAGCCCGGTTGTTATGACAATGGAAAACACTATCAGATAA
ATCAACAGTGGGAGCGGACCTACCTAGGCAATGCGTTGGT
INHBA F7° 5{7- CGCCCTCCCAAAGGAT 7°1-7" (FAM)TACCCAACTCTCAGCCAGAGATGGTG(TAMRA)
R7° 3{3- GCATGTTTAAAATGTGCTTCTTG
CCGCCCTCCCAAAGGATGTACCCAACTCTCAGCCAGAGATGGTGGAGGCCGTCAAGAAGCACATT
TTAAACATGCT
LEP F7 3{7- GGTGAGAGCTGCTCTGGAAA 7' n-7° (FAM)TGACCCAGATCCTC(MGBNFQ)
R7°343- CCTCAGCCTGATTAGGTGGTT
$vY7° U-4- GGGTGAGAGCTGCTCTGGAAAATGTGACCCAGATCCTCACAACCACCTAATCAGGCTGAGGT
(FAM) CACGGAAACCCACTATCTGCAAGACGGTA
/ (TAMRA)

Y7 b-5-

ADAM12 F7° 5{7- TGGAAAGAAATGAAGGTCTCATTG 7 i-

R7° 5{3- TCGAGCGAGGGAGACATCA
)7 - 9_TGGAAAGAAATGAAGGTCTCATI'GCCAGCAG'ITI'CACGGAAACCCACTATCTGCAAGACGGTACTG
ATGTCTCCCTCGCTCGAA
PAPPA2 F7° 3{7- CACAGTGGAAGCCTGGGTTAA 7° -7 (FAM) CCGGAGGGAGGACAGAACAACCCA (TAMRA)
R7° 5{3- ATCAAACACACCTGCGATGATG
)7 b 9_TCACAGTGGAAGCCTGGGTTAAACCGGAGGGAGGACAGAACAACCCAGCCATCATCGCAGGTGTG
TTTGATA
PAPPA  F7° j{3- GGGCATTCACACCATCAGT 7°0-7° FAM-CCAAGACAACAAAGACCCACGCTACTT-TAMRA
R7° 5/3- TCGGTCTGTCTTCAAGGAGAA

£47° - &_TGGGCA'ITCACACCATCAGTGACCAAGACAACAAAGACCCACGCTACl TTTTCTCCTTGAAGACAG
ACCGAG

MGBNFQ : 4 F—JIL—THRAFRAMEITOFr— FAM: HAMLR 45—
TAMRA : AV T Fv—
oooooo
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oooooao
LB
g B2
B
1 GACAAAGTCAAGTCCTTCACCAA
2 GCGTTCCACACCAGGTTT
3 (FAM)CGCTTCATCGACAACC(MGBNFQ)
4 GATCAACCAGGACACCATCAA
5 CCGTAGGCTTCGTGTTTCA
6 (FAM)CGCATCATCAAGGTC(MGBNFQ)
7 CAGGGCATCATCAATTTCG
8 TGCTTCCCCACACCTTCA
9 (FAM)CAGAAGGAAAGTAATGGACCAMGBNFQ)
10  |CCCTCACTACCAACCTGATCA
11 CCTTGGGTATTGCTTAATCGA
12 (FAM)TGCTTGCTGAAAATG(MGBNFQ)
13 GATGTCCTGAAAGCCTGTGAA
14  |GGCAAGCCCAGGTCACTA
15  |(FAM)ACAGCTGCATCTTGT(MGBNFQ)
16  |AAGGAAGGCATCCTGCAGTA
17  |ACATTGGTGATCTGCAGTTCA
18  |(FAM)TGCCAAGAAGTCTACC(MGBNFQ)
19  |CCTGTCCGAATCAGCATGAT
20 | TGACCGAATGACAGAGGAGAA
21  |(FAM)CTTCAGAGGCTCTTCA(MGBNFQ)
22 CCACAGGAACTGGAAGCATAA
23 |CAAGCATGGTTTCCACATAGC
24 | (FAM)AAAGAAGCGATTTGTGTCCA(MGBNFQ)
25 | GGAATGGAATACTTGGCCTAGCT
26 |CACCAGGGAGTCGAAGAAGGT
27  |(FAM)ATGCCACACTTGCCAAGCCATCAAGTT(TAMRA)
28 GAATCTTGGCTAAACTCTTTAGGTTT
29 | AGGTAATGCAACTGCCCAAT
30 |(FAM)ACCTATTGGCCTCAAAAA(MGBNFQ)
31 |TGGTGGCAGCCTGGATA
32 ATCATGCTTCGCTCTTTCCT
33 |(FAM)CTGGGCCATAACTG(MGBNFQ)
34  |CCTTTCCCCCTTATCCAACT
35 |GTACTGGTTGGGCTCATITICT
36 |(FAM)CCCTAGCCTATACCC(MGBNFQ)
37 | TGCACATCGGTCACTGATCT
38 |GGTCAGTTTGGCCGATAAAC
39  |(FAM) CCTACTGGCACAGACG(MGFNFQ)
40 | TGAGGGTTGACTGGATTGGT
41 TACAGCACTGCTTCCACAGAA
42  |(FAM)AGGCCCGTGTGGCT(MGBNFQ)
| 43 TGGACAAAGTCAAGTCCTTCACCAAGCGCTTCATCGACAACCTGAGGGACAGGTACTACCGCTGTGAC
CGAAACCTGGTGTGGAACGCAG
44 |GAGATCAACCAGGACACCATCAACCGCATCATCAAGGTCATGAAACACGAAGCCTACGGAG
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oooooao
Ae5 B25
el
45 |TCCCCTCACTACCAACCTGATCAATTTGCTTGCTGAAAATGGTCGATTAAGCAATACCCAAGGAG
46 | TGCAGGGCATCATCAATTTCGAGCAGAAGGAAAGTAATGGACCAGTGAAGGTGTGGGGAAGCATT
47 |CGGCTGCAGGTTCTTCTG
48 |GTTAGAGAATGCTGATCTAGCTTGA
49 (FAM)TGGCAGTTCAGAATGA(MGBNFQ)
50 |CACAACGTGTGCCAAGACAT
51 CGTAAATTGATGCACACTTGGT
52  |(FAM)ACGCACAACTGTAGAGCA(MGBNFQ)
53 CCCTCACTACCAACCTGATCA
54  |CCTTGGGTATTGCTTAATCGA
55 (FAM)TGCTTGCTGAAAATG(MGBNFQ)
56 |AGTCCAAGCGGGAGACAG
57 |CAGGTGATTCAGTGTGTCTTCC
58  |(FAM)AATATGGTCCCTGCCG(MGBNFQ)
59 |TGGAAGCAGAGCGAACTG
60 |CATCAGGATGGCAGCCA
61 (FAM)AGCGAGAGATGCC(MGBNFQ)
62 |AAGCAAGCCCGGTTGTTA
63  |CCAACGCATTGCCTAGGTA
64 (FAM)ACACTATCAGATAAATCAAC(MGBNFQ)
65 |CGCCCTCCCAAAGGAT
66 |GCATGTTTAAAATGTGCTTCTTG
67 |(FAM)TACCCAACTCTCAGCCAGAGATGGTG(TAMRA)
68 GCTTTGGGCTCTCCAGTTC
69 GTAGCTGACAAAGATGATGAGGAT
70  |(FAM) TTTCCAGCTTGAATGAGA (MGBNFQ)
71  |CAAGCTCTCTGTGCGTG
72  |GTCCCTGGGATGGAGATGT
73  |(FAM) ATGGCCCTGACCCA (MGBNFQ)
74  |ACCTGTTTGGCTACGAATCC
75 |GAATCTGTTGAACTGGCACCTT
76  |(FAM) ACATCTGCTGAGGTGTT (MGBNFQ)
77  |CCTTCTGCAACTCCGACAT
78 |AGCTTCTTCCCCACCACC
79  |(FAM) CGTGATCCGGGCCA (MGBNFQ)
80 |GGTGAGAGCTGCTCTGGAAA
81 CCTCAGCCTGATTAGGTGGTT
82  |(FAM)TGACCCAGATCCTC(MGBNFQ)
83 |AGCAAAACCTTCATGGTGATC
84  |GCACCCAACTCTCATACATTCC
85  |(FAM) TGGCTGGACGGTAAC (MGBNFQ)
86 | CCTTTCCCCCTTATCCAACT
87 GTACTGGTTGGGCTCATTTICT
88  |(FAM) CCCTAGCCTATACCC (MGBNFQ)
80 ggmgig(éggﬂgg:é?;é&?CCTAGCCTATACCCTCTGCTGCCCA
90 |AAGCAAGCCCGGTTGTTA
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oooooao
B2 =
E=
91 CCAACGCATTGCCTAGGTA
92  [(FAM)ACACTATCAGATAAATCAAC(MGBNFQ)
AAAGCAAGCCCGGTTGTTATGACAATGGAAAACACTATCAGATAA
93 ATCAACAGTGGGAGCGGACCTACCTAGGCAATGCGTTGGT
94 CGCCCTCCCAAAGGAT
95  |GCATGTTTAAAATGTGCTTCTTG
96 |(FAM)TACCCAACTCTCAGCCAGAGATGGTG(TAMRA)
CCGCCCTCCCAAAGGATGTACCCAACTCTCAGCCAGAGATGGTGGAGGCCGTCAAGAAGCACATTTT
97 AAACATGCT
98 GGTGAGAGCTGCTCTGGAAA
99 |CCTCAGCCTGATTAGGTGGTT
100 |(FAM)TGACCCAGATCCTC(MGBNFQ)
101 |GGGTGAGAGCTGCTCTGGAAAATGTGACCCAGATCCTCACAACCACCTAATCAGGCTGAGGT
102 |TGGAAAGAAATGAAGGTCTCATTG
103 | TCGAGCGAGGGAGACATCA
104 |{(FAM) CACGGAAACCCACTATCTGCAAGACGGTA (TAMRA)
TGGAAAGAAATGAAGGTCTCATTGCCAGCAGTTTCACGGAAACCCACTATCTGCAAGACGGTACTGAT
105 GTCTCCCTCGCTCGAA
106 |CACAGTGGAAGCCTGGGTTAA
107 |ATCAAACACACCTGCGATGATG
108 |(FAM) CCGGAGGGAGGACAGAACAACCCA (TAMRA)
TCACAGTGGAAGCCTGGGTTAAACCGGAGGGAGGACAGAACAACCCAGCCATCATCGCAGGTGTGTT
109
TGATA
110 |GGGCATTCACACCATCAGT
111 |TCGGTCTGTCTTCAAGGAGAA
112 |FAM-CCAAGACAACAAAGACCCACGCTACTT-TAMRA
TGGGCATTCACACCATCAGTGACCAAGACAACAAAGACCCACGCTACTTTTTCTCCTTGAAGACAGAC
113
CGAG
0ooooooooan
oooooo
0000000000000 D0DO0D0DO0O00O0OO0D0DO0O0DO0OD0DODOoOD0DOoDOoOoDOOoODoDoOOan
0000000000000 D00000000D000D00000000000000 e
0ooooooao
0000000000000 0D00Do000O0O0D0DO0O0D0DO0D0Do0Do0o0DoODOoOoDoOOoOoDoOooOan
0000000000000 D0O0D0DO0O00O0O0D0DO0OO0DO0OD0DDODO0ODDODODODOODOOOaD
OO0O0O0Owhiskers0 0 OO0O0O00O0O00O0O0O0DO0OODOO0ODODDODO0ODOOO0ODOOODOOOO
0000000000000 0D00O00o0DO00o0DO00o0Do0o0DoOo0oDoOoOo0ooOoooon
0000000000000 D0O00DO000O0O0D0DO0O0DO0OD0DODO0OD0DODOoODODOOoODoDOOaD
0000000000000 00000000000000D00000000000a0
0000000000000 0DO00Do0o00Doo0oDoOooooao
0000000000000 D0D0D0DO0O00O00DO0O0D0DO0D0DO0DO0D0DoODOoODoDOOoODooOOan
0000000000000 D0D0D0O00000D00O0D0O0D0DD0DO0D0DODO0OOoDOOoOoOoOO0an
0000000000000 000e000O0ODO0DNOOODODODODODODODOODOO
0000000000000 0D00Do000O0O0D0DO0O0D0DO0D0Do0Do0o0DoODOoOoDoOOoOoDoOooOan
0ooooooooon
0000000000000 00000000D00000000000000000a0

O

O Oooo

10

20

30

40

50



OooooooDoooooo0oooooooooogodg
OO0o0ooDoo4doooooooUooooDooggogoooogodg
Ooooooooooooo0oooooooooodg
OO0 o0ooooo0ooooooUooooDoogogogoooogodg

O
O
O

(39) JP 2008-524993 A 2008.7.17

ACtpayrst

D00000000000000000000000000000000000
0000000000000 00000000000000000000000
0000000000000 00000000000000000000000
0000000000000 000000000000000000000000
0o
0000000000000 00000000000000000000000
0000000000000 00000000000000000000000
D000000D00000000000000000000000000000
0000000000000 00000000000000000000000
0000000000000 0000000000000000
D00000000000000000000000000000000000
D000000D00000000000000000000000000000
0000000000000 00000000000000000000000
0000000000000 000000000000000000000000
D0D00000D0DD00000
0000000000000 00000000000000000000000
0000000000000 0000000000000000
D000000D00000000000000000000000000000
0000000000000 00000000000000000000000
0000000000000 00000000000000000000000
0000000000000 00000000000000000000000
D000000D00000000000000000000000000000
0000000000000 00000000000000000000000
0D000000D00000000
0000
16
14 %
10 A
' % e %?%?5? =
: 6 : o
) J
| | . ]
E#% 21hyvs— 0

T T T T T T T T T T T T
ADAMTS1 APP  ATPS! ATPSO BACEZ BTG COLGA1 COLEA2 DSCRS ITSN1 RPL17  SOD1

P

ACt,

Figure 2

FE  21hYys—

Figure 1



ooono

mMRNARE (a—/m1)

MmiIECOLBAN

MmPFCOLBA2 mRNABRE (AfF—/ml)

ACty 55

ACt SIGLECE

800

600 1

200

40

o
30 k

20

10 4

0-

3 i Nk
Figure 3

8

" T
44 .

T

2

07 .
24 l

-4 4 .

-8 T T

N3 PET

-

-2 4 L
4t

-4 4 .
5

1

-7 T

E# PET

Figure 5

(40)

JP 2008-524993 A 2008.7.17

ogooao
A B
EFEMP1 4 TFRG
'
: i L. )
g . 2 .
E® 21MYVE— s 21rYVE—
C D
ATPSO ~ ATPSO
’ N
. ) N
. EE \__\.
. . o, N
£ . ™ N,
g . z L, ’
. e :}:::3
' . o o [E———--
H m
a
r
I% 21kYviI— - oyl Sk
Ll
Figure 4
oooad
A
s 400
N .
|
u
%0
4
1% 200
<
z
4
€ 100
A
t
L. E 2
Y
&
g
& T T
E“ FRTAE E%
B
£
\ 800
4 .
T 600 |
0
W
< 400
V4
g
E 200 4 .
g .
T 4] —
z
&
=]
&
g

FRARTAE EH

Figure 6



ooono

mFEPLACA mRNA (IE—m1)

2500

2000

1500

= =

El323

F£18  F34

Figure 7

arfF—/ng

LEP

T p=0.041

PET Fi

(41)

oooOao

JP 2008-524993 A 2008.

800

800

400

200 -

MmFEPLACA mRNA (TIE—/mI)

goooaon

ik

Figure 8

7.

4845

aF—/ng

ADAM12

3e+5

2e+5

1e+5

hd p=0.24

PET

Figure 9

17



ooooao

(42)

ooooOao

JP 2008-524993 A 2008.7.17

C D.
PAPPA PAPPA2
8e+5 3.5e+5
p=0.026 ® p=0.093
3.0e+5
be+5 - s
- 2.5e+5 4
w i w0
c i € 20e+5 ‘i
o 1.6e+5 4
o i) ‘%
Y
n .
n 1.0e+5 ' )
2e+5
®
0 . 0.0 T T
PET Fi PET E#
Figure 9
Ooooao Oo000ao
F.
E. INHBA T FN1
14000 — 1 Te+7
=0.003
12000 ~ ’
10000
L' oy 1e+6
=
8000 4 <
| »
o 6000
= u
4000 M qess 4
2000
0 T IEIr“-‘!
PET 1e+d — T
i) PET =y

Figure 9



(43) JP 2008-524993 A 2008.7.17

ooooao
2008524993000001 . app
oooooao

0O 190 60 250 (2007.6.25)
O
ooooDbooOoood
ooooao
OO0

O

O

O 0Ooo0gooo
O Ooogoo
O 0Ooo0ooo
O Ooogoog
O 0Ooo0gooo
O Ooogoo
O O0Oo0ooo
O OooOgooo
Y [ Y
O 0Ooogoo
Y Y
O Ooooo
O Ooogoo
O 0Ooo0gooo

O
O
O
O
O
O
O
O
OJ
O
(]
O
O
O

OooooooQgoo
O
O
O
O
O
O
O
O
O
O
O
O
O
O

OooooooooooQgodg
Oooooogogooooaog
OOooooooooooao
Oooooooooooaog
OO0 oooogQgogao
Oo0ooooogogogog
OooooooQgoo
Ooooooogogogao
OooooooQgoo
Ooooooogogogoo
Oooooooogoo
Ooooooogogoog
Oooooooogogoo
OooooooQgoo
OooooooogooOoo
OooooooQgogoo
OoDoooogogogaog
OooooooQgoo
Ooo0ooooogoggogog

On;| o o
I o R |
o5 o o
I o R |
O o o
I I |
Oig o o
I I Ry |
I o A
Oon;m o o
I o A |
o5 o o

o5 oo o
O;mm oo o
o5 oo o
On;mo oo o
O oo o
O;mm oo o
O oo o
On;m oo o
O oo o
o5 oo o
o5 oo o
o5 oo o
On;mo oo o
O oo .o
On;mo oo o
O oo o
o5 oo o
OO 0o o o
O5;m oo o
OO o o
O o o
O;oio o o

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
(]
O
O
O
O
O
O

Iy e s e s e I e e s |
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

e s e e ey e e e s e e s e Y
[ s e e s ey I [ [ s s e o
e s e s e ey e e e sy e R s e e ) s e Y
[ ey s ey I e e sy [ s I o
e e s e e e ey e e e sy e e s e [

O 0Ooo0ooao

O Ooooo

O 0Ooo0ooOoo
O
O
O
O
O
O
O
O
]
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O



O O0ooo
O Oooo
O 0Ooo
O oOooo
O O0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Ooo
O oOooo
O 0Ooo
O 0Oooo
OO oo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O O0ooo
O 0Oooo
O 0Ooo
O oOooo
O 0Ooo

O
O

Ooooooooooood

Ooooooogogoo
OooooooQgoogoao
O Ooooood
O 0O0oOoooodg
OOoooood
O 0O0ooood
OOo0ooood
O O0oooood
OOoooood
O Ooooood

O

O0Ooo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoooodg
O0Ooo0oood
OoOoooodg
O0Ooo0ooodg
OoOoo0oood
OOoo0oood
OoOoo0oood
OoOoo0ooodg
Oo0Ooo0oood
OoOoooodg
O0Ooo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoooodg
O0Ooo0ooodg
OoOoo0oood
OOoo0oood
OoOoo0oood
OOoo0ooodg

(44)

O

Oo0ooDoooo0 oo ooo oo oDooo|joooooo I:I|I:I e e [ ey I
e e e e e e e e 1 R e s e s Y [
Iy e ey e 1 e s [y
e e e ey s e e 1 R e s s [y
Iy e e ) [y
ey e e e e e e e 1 e s s [y

Oo0oooooooooooooDooogogIpoooogooOoooao

Ooooooogdg
Oooooooodg
O Ooo0oooao
O O0Oo0oooao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Oo0goooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0oo0oao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooo
O O0Oo0ooO0oo0oao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oo0ooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooOoo0oao
O Ooo0oooao
O O0Oo0oooao
O Ooo0oooao
O O0Oo0ooogoao
O 0Ooo0oooao

Oooooogogoao

JP 2008-524993

2008.7.17

oooao
oooo

O

|DD
O (O

O Oooogoo
O oOoooo



O Oooo
O 0Ooo
O oOooo
O O0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Ooo
O oOooo
O 0Ooo

O
O
O
O
O
O
O
O
O
O
(]
O
O
O
O
O
O
O
O

[

(45)

O
O
O
O

O

O
g
a

O
O

Iy e A ey ey sy s ) [y I:I|I:I OoooocooooooogogQgoao
e e s e e e s e e e e e s e s Y [
Iy e e e e s [ [y
ey e s e e e ey e e e e e e s Y [y
Iy e e [y
ey e s e ey e e e e [ e s s [y
Iy s e ) ey e R [ [y

OO0 oooooQgogoooo

O oo ooogogo
Oooooooogoogo
O o0 oooogogoog
O 0o ooogogog
oo oooogogoo
OO0 oooogogog
oo oooogogo
O oo ooogogog
oo oooogogoo
O Oo0ooooogogog
OooooooogoQgo
O oo ooogogog
Ooooooogogoo
O o oooogogo
OooooooogooOgoao
OO0 oooogogoo
OO0 oooogogog
OO0 oooogogo
O oo ooogogog
oo oooogogoo
OO0 oooogogog

O0Ooo0oo0ood
OoOoo0ooodg
O0Oo0ooodg
OoOoo0ooodg
O0Oo0ooodg
OoOoo0oood
O0Ooo0ooodg
OoOoo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoo0ooogdg
O0Ooo0oo0ood
OoOoo0ooodg
OO0oOo0ooodg
OoOoo0oood
OOoo0ooodg
OoOoo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoo0ooodg
O0Ooo0oood
OoOoo0ooodg
OO0oOo0ooodg
OoOoo0ooodg
OOoo0ooodg
OoOoo0oood
O0Ooo0ooodg
OoOoo0oood

O
O
OJ
O
OJ
O
O
O

O
O
O
O
O
O
O
O

|

|

O
g
t

O
O

JP 2008-524993

I I |
I I R |
[ I I |
I B R |
[ I R |
[ I R |
[ o A |

O
O
O

2008.7.17

(]
O

O
O

O
O

O |Oa
O g

Ooooooogoogao
Oooooogogao
OoooooOoogao
O O oOoooo
O O 0Ooo0ooao
O OoOoooo
OJ O 0Ooooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O o0Oooo

O
OJ
O
O
O

OO
|I:I|:I



(46) JP 2008-524993 A 2008.7.17

gogogao
gagao

O
O
O
O
O

oooooogoooan
gogoboooogooan

OJ
O
OJ
O
O
O |g
O |

|

O
O
O
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

OooooooooQonDoDooo o oo ooogogn;ooao
Oo0ooooogQg|DoDboooooooDooogoooao
OoooooooQgonnoooooooooogoin;oooOoao

OOoooood
OOoo0ooood
OOooooodg
O 0O0oOoooodg
OoOooooodg
O 0O0oOooood
OoOoooood
O Ooo0ooood
OoOoo0ooood
OOoooood
OOoo0ooood
O Oooooodg
OOooOooood
OOooooodg
OO0Ooo0oo0oood
OOooooodg
O 0O0oOooood
OOooooodg
O O0OooOooood

I:II:II:IEII:II:IDDDDDDDDDDD|DDDDDDD|D
OoOoooood

OOo0oOoooodooojboog0 oo oogog4goooooogod
OoOo0oooooo0ooooboo0ooDooooooiooodg
Oo0ooOoooo4doooiOboo0 oo oogog4gogooooogod

O Oooooodg
OOoo0ooood
OOoooood
OOoo0ooood
OOooooodg
O OoOoooao
O Ooo0oooao
O 0Oo0ooogoao
O 0Ooo0oooao
O Oo0oooao
O Ooo0oooao



(47) JP 2008-524993 A 2008.7.17

gogooodoagdo

INTERNATIONAL SEARCH REPORT Intemational application No.
PCT/CN2006/000414

A, CLASSIFICATION OF SUBJECT MATTER

C120Q1/63 (2006,01) i
According to Interational Patent Classification (IPC) or to both national classification and IPC
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C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X ';VO,A,2005021793( PANTARHEL BIOSCIENCE B.V.)10.Mar.2005(10.03.2005), Pagq 27.29,32,33,35,36,39 )
,18,23.24, Abstract.
Y 30,31,34,37,38
Y W0,A,2004065629( THE CHINESE TUNIVERSITY OF HONG KONG 30,31,34,37,38
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A CIN,A, 1469932(THE CHINESE UNTVERSITY OF HONG KONG)21.Jan 2004(21.01.2004) 1-52
[The whole document
A [US,A,5625147( APROGENEX, INC.)13.May.1997(13.05.1997), The whole document 1-52
A WO,A,0204678( GENETICS INSTITUTE, INC)17.3an.2002(17.01.2002), The wholq 1-52
docurmnent
A 'WO,A,02055985( ROCHE DIAGNOSTICS C0O.)18.1.2002(18.07.2002), The whole 1-52
document
[ Purther documents are Hsted in the continuation of Box C. (X] Sse patent family annex.
* Special categories of tited docurnenis: “I” later document published after the infernational fling date
“A”  document defining the general state of the art which is not or priority date and not in conflict with the application but
considered to be of partioulr relevance cited to understand the principle or theory underlying the
. .
“B*  earlier application or patent but published on or after the vertion . , .
intemational fling date 'X"  document of particular relevance; the claimed invention

canrot be considered novel or camot be considered o involve

"L dooumen which msy throw doubts on priority claim (3) or an mveative step when the document is talten slone

which is cited to establish the publication dete of another oo . .. .
citation or other spectal reason 8 specified) “Y"  document of particular relevance; the claimed invention
cannot be considered to invalve en inventive step when the
document ig combined with one or more other such
documents, such combination being obvious to a person
“P"  document published prior to the international filing date gkilled in the art

but later than the priority date claimed

“0"  document referring to an oral disclosure, use, exhibition or
other means

“&" document member of the same patent family

Date of the actug] completion of the international search ]l-}zg of Wwiﬂmﬁml s rapaB () 6)
24 Mav 2006(24 05,2006} h
[Name and mailing addiress of the ISA/CIN Anthorized officer
The state Intellectual Property Office, the PR China SHL g{ﬁﬁ
6 Xitucheng Rd., Ji Bridge, Haidian District, Beffing, Chi
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INTERNATIONAL SEARCH REPORT International application No.
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BoxNo. Il Observations where ecrtain claims were found unsearchable (Continnation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Arficle 17(2)(g) for the following reasons:

L {3 Claims Nos.:
because they relate to subfect matter not required to be searched by this Anthority, namely:

2. [0 Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to sach an
extent that no meaningfi] international search can be carried out, specifically:

3. O Claims Nos.:
becanse they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a)

Box No. Il  Observatlons where unity of invention Is Iacking (Continuation of item 3 of first sheet)

This International Searching Anthority found muktiple inventions in this international application, as follows:
Claims 1-14 relate to & method and a kit for disgnosing, monitoring, or  predicting preeclempsia, claims 15-26 relate to a method and 4
kit for detecting the presence of a fetus with frisomy 18, claims 27-39 relate to a method and a kit for detecting the presence of a fetus
with trisomy 21, and claims 40-52 relete to @ method and a kit for detecting pregoency. The commen feature of the four sets of claims is
that prenatal diagnosis or detection is processed by determining the amount of RNA in maternal blood etc. Buf the feature is disclosed
by the prior arts. Therefors the common feature can’t act as = the specific techmicel foature™ of the invention. So claims 1-14, 15-26, 274
39, and 40-52 don’t belong to a single general fnventive concept.

I. O] Asall required additional search fees were timely paid by the applicant, this international search repott covers all searchable
claims.

2, As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. [0 As only some of the required additional scarch fees were timely paid by the applicant,this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. [ No required additional search fees were timely paid by the applicant Consequently ,this international search report is restricted
to the invention first mentioned in the claims;it is covered by claims Nos.:

Remsrk on protest [0 The additionsl search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a pratest fee.

[T The additional search fees were accompanied by the applicant’s protest but the applicahle protest feé
was not paid within the time [imit specified n the invitation.

[0 Noprotest accompanied the payment of additional search fess.
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